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IN THE UNTITED STATES PATENT AND TRADEMARK omGE 
In £C applicaiion oi 

Masaaki MORl ct b1. Dockel No. 506001 (46342) 

Serial No. 09/869,540 ' Exaw>i»«5n Jiang, Doug 

Filed: Jane 27,2001 Q«mp Art Unit: 1646 

For: SCREENING METHOD 

TMrr^-AttATION UNDKIB a? CFR ^1 J32 

C6mmissjoncT far Patent* 
P.CBox 1450 
Alexandria, VA22313-1450 



Sir: 

I, M3S5iAld MOW, the tiAdefrsigned, a citizen of Japan tesidlng Bt Kasuga> 
Tbutaiba-Bhi, Jbaraki 305-0821, JAPAN do beteby declare: 

Thai 1 am an employee of the Asagncc of the above-identified applicatipn; 

That I graduated torn Univereity of Tbkyo with the degree of Bachelor of 
Agriculture in March, 1975, and received a Ph. D. firom Univ^ity of Tokyo for & thesis 
entitled "Chemical studies on the scoc phcromones in Streptococcus faecalis" in March, 

That 1 was a postdoctoral feUow at University of Tokyo as a redpient of Japaj* 
Society for the Promotion of Science tftS*Mch feHowships for yoong scientists fVom April, 
1985 to March, 1987; 

That I have been employed by Takeda Chemical Jndu$trics, LlA, Osaka, Japan, 
since April, 1987, and have been engaged in pharmaceuUcal research of said coroparty. 

That I was a visiting scientist in XJ.S.-Japan Biomedical Research Laboratories, 
Tiiane University SchOOl of Medicine from May, 1988 to My, 1989; 
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That I am a member of the Japan Sodcty for BioscicTicc^ Biothechnology, and 
AgrochemisUy, the Japanese Biochemical Socioly, the Japanese Peptjde Sodcty, and the 
Japanese ]Phax«r»acological Society, and published with Other research workers, a number 
of report* 6n sdeiilffic studies, among othcts, vicluding 

(1) Purification of adid)C fibroblast growth factor from boYioe omentum, 
Biodiem, Biophys. Re$. Commun., 169^175 (1989), Tetsuya Ohtata', Kaori 
TVakamatsu, Masaaki Mori, Yoshihiro Ishibashi, Tadashj Yasuhara; 

(2) Oxytocin is the major prolactin wJeasing fector in the posterior pituitary. 
Endocrinology, 126, 1009-1013 (1990). Masaaki Mori, Sandor V5gh, Atsuro Miyata, 
Tadashi Yoshihara, ShusaKu Oka^ AJdra Aiimura; 

(3) Isolation and fdentification of hmnin as an endogenous Na^/K^-ATPa&e 
inhibitor from pordbaa blood cells, Biochenu Biophys. Res. Common^ 17ft^ 95-103 
(1991% 'Mashi Yasuliara, Masaald Mori Kaori Wakamatsu, Kazuki Kubo; 

(4) Isolation and identificatjon of mdanin-conceptrating hormone as the 
endoge^ous ligand of the SLC-1 leceptoff Blodbem, Biophys. Res. Commim., 261^ 
622-626 (1999)^ Yaklo Shimomuia, Masaaki Mori, T^uka^ Su^o, YoahiWro Ishibaabi^ 
Michiko Abe, Dsutoinu Kun>kawa, Haxuo Onda, Osamv Nishimura, Yasnhiro 5umino, 
Masahiko F^jJflo; 

(5) UTotexi$in n is the endogenous ligand of a G-protein-coupled oiphan 
receptor, SENR (GPR14), Biochcm; Biophys, Res. Commun,, 265^ 123-129 (1999), 
Masaaki MoriTsvkasa Su^o, Michiko Abe, '^klo Shimomura, Mika K\irihara» Chiako 
Katada, Kuniko Kikucbi^ Ya$ushl 5luntani> T^omu Kurokawa, Hamo Onda, Osamn 
Nishimura, Ma$ahiko Fujino; 

(6) Cloning of a novel Q proCein-coupled receptor, SI^i a subtype of the 
melanin-concentrating hoxmone receptor, Biochem. Biophys. Res, Commun,, 2S3, 
1013-lOlS (2001), Masaaki Mori, Mioko Bamda, Yaiaiko Terao, T^kasa Sugo* Tajoiya 
Watanabe, YUkio Shimomnra* Michiko Abe, Vasushi Sfaintani, Haruo Onda, Osamu 
Nishimuia, Masahiko Fujino; 

(7) T-226296: a novel, orally active and selective melanm-concentrating 
hormone receptor antagonist, Eur. J. PharmacoL, 43&, 129-135 (2002), SJiiro Tafcekawa, 
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Asano A&ami, Yuji Ishi'hara, Jun TeraucM, Kancyoshi jKato, ^Wo Shimomura, Masaaki 
Mori, Hitomi Murakoshi, KoJd Kato, NobuhirO Suzuki, Osarou Nishimura, Masahiko 
Pujino; 

(8) Identification of a neuropeptide modified with bioroine as an endogenous 
3)gax)d for 0PR7, J. Biol, Chem,, 277. 34010-34016 (2002), Ryo Pujii, HirojnJ Yoshida, 
Shoji Pokasmni, Yugo Habata, MasakS Hosoya, Ycji Kawamata* Tikahiko Yajjo* Shuji 
Hmuma, Oiieko Kitada, Taiji Asami» Masaaki Mori^ Yukio Fujisawa, Masahiko Fujino^ 

(9) Identification of nOTTOpeptidc W as the crjdogenoua Ugand for orphan 
G-protcfn-coupled receptors^ GPJ^7 aad OPRS, J. Biol. Chcm,, 277, 35^26-35832 (2002), 
Yukio Shimomura, Mioko Harada^ Mika CotP, Tsukasa SugOj Yoshio Mataumoto, 
Michiko Abe^ l^jra ^t^nabe, Taiji Asami, Chieko Kltada, Masaaki Mori, Kanio Qnda, 
Masahiko Fajioo; 

(10) A role for neuropeptide W in the regulaiion of feeding behavior. 
Endocrinology, 144, 4729-4733 (2003), Muhtaahan S. Mondal, HSdeki YamagudUy 
\hkaji I>atc. l^ya Shimbara, Koji Ibshinai^ Yukio Shimoiniur*, Masaaki Mod; 
Masamitsu Nakazato; 

(13.) Identificalioii of urotensin Il-Te1ated pepdde as the urotensin 
n-immunDTeactive molecule in the xat brain, Biocham. Biophys. Kca. Commun., 310, 
86CW68 (2003), Tbukasa Sngo, Wiko Murakami, Yukio Shrmomuia, Mioko Harada, 
Michiko Abe, Yoshihiro Ishibashi, Chieko Katada, Nobuyukf Miyajima, Nobuhiro Suzuki, 
Masaaki Mon, Masahiko Pujlno; and 

(12) ItttracercbroveBtricular admiuistiarion of ujoten^in n proirxoics 
anxjogenjc-bke bthaviors in rodents, Neurasd. Lett, 35 (2004X Yoshio 

MatStimoto, Michiko Abe, TSJcuya Watanabc, Yuka Adachi, Takahiko Yano, Hideki 
'Dikahashi, T^ukasa Sugo, Masaaki Moti, Chieko Kitada, l^torau Kuiokawa, Masahiko 
Fvjino; 

That I am one of the inventors of the above-identified patent oppiicatiOD 
(heixfdafter referred to as "ihi* apphcatiOn"); and 
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That I have icad xhi Final Office Action mailed March 9f 2004, including the 
grouxjds or lemarks provided by the Exajnincr as to why dainis 1, 2? &Dd 12-14 weic 
considered rapatentabit over the cited art. 

That this dedaxatiort Ja being submitted to address certain condnsions reached 
by the Examiner to the teachings and disclosure of Salon (U-S. Patent 6,221*616) and 
Arties (U,S. Patent Publication 2002/0038007), each jn view of Matatos-Eier (U.S. 
Patent 849,708) and Bolton {Biochemu X, 1973, 133:529-539), dtcd an suppoxt of the 
rejection of the claims. 

Thai for at least the reasons set forth below, the method for screening a 
compound that alters the binding between [^^r|[N-(3-(4-hydDcoy-3-iodophcnyl) 
prop30nyl)-met*)-MCH(4-]L9) and SLC-1 provided by the invention is »0t anticipated or 
obvious in vf ew of the teachings of Ames in view of Maratos-FUcf and Bolton or hi view 
of the teachings of Salon in view of Maiatos-Flier and Bolton. 

That the followir^ experiments w^ere carried cut by myself or under my 
direction: 

EXPERIMENT 

Assay for the aconlrt adWitv of UCIL UCR(7.19\ MCH(3-19Y MCHr4^l9^ and 
MCH(;g>^19^ dcrivatized with a non^isotope Bolton>Hu nter reagent (heyeinafter TefeTTcd_to 
as "BHTeaftfenf'V using the CT>yS binding assay 

The agonist activity of the non-isotope BH reagcnt-dcrivatized MCH, 
MCSi(2-19), MCH(3-19), MCH(4.19) and MCH(5-19) obtained in Example Ifi was 
assayed using the OTPyS binding assay as &howA in Example 22 of this apph'cation. 

The dcrivatized MCH. MCH(2-19), MCH(3-J9), MCH(4.19) and MCH(549) 
inacased dose-dependently the amount of [**'S)'guanosine 5*-{y-tWo)trjphosphatc bound 
to the human SLC-l-cxpre$^on CHO cell membrane &^on, confirming thai various 
MCHs derivatized with a nOn-isotope Bolton-Hunlcr reagent exhibit the agonist activity 
as shown in Fig. 8 Of this application. 
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Tht results of Example 22 can be represented by EC^ values as follows. 





MCH 


0.55 


BH-MCH 


1.95 


BH.MCH(2-ld) 


2,64 


BH-MCHC3-19) 


1.27 


BH.MCH(4-19) 


0.43 




1,95 



As shovm* above* when ftill-Ieii^th MCH was dcriv»ti2»d using the BH reageut 
to prepare BH-MCH, its agonist activity jneduoed by 3-5 fold compared to 
un-derivatlzed MCH, Suiprisinfijy, it was found that tbft agonist activity of 
BH-MCH(4-19) oxliibitcd 4^ fold activity compared to the BH-MCH, and thai jts 
agonist activity is higher than the fuH-Ieng^th MCH. Also^ it was unexpectedly found 
that the agonist activity of ]&H-MCH(4.19) was 6.1 times higher than BfrMCH(2-19); 
3.0 times higher than BH-MCH(3-19); and 4.5 times higher than BH-MCH(5-19) 
although the difference between them resides only in absence or presence of one or two 
amino acid residues. 

In addition, it was confirmed in Example 23 of this application that the 
[12513-labeled BH-MCH(4-l9) exhibited sufficient SLOl binding spcdfidty to extent 
that the binding inhibition assay can he efficiently earned out (See Example 23 and Fig. 
9). 

Therefore, to my best knowledge, I believe that the agonist activity of 
BH'MCH(4-19), [N (3 (4"Hydroxy-3-iodophenyl)propionyD-Met*l- 

MCH(4-19) was uixexpected, and thua use of the radiolabeled BH*MCH(4-19), 
i.e., pz5fl-[N'(3-(4-Hydx05iy-3-xodopb6nyDpropionyl)-Met^]'MCH(^ for 
scxeoniag ci compoimd that alters the binding property of MCH and SJLC-1 
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wa9 cojaflidered unobvious. 



1 furthey dcdare ibat aU stateinents made herein Of my owa knowledge are true 
and that all statements mad* on kfonnaUon and belief we believed to be trae; and fimbcr 
that these stat«iiicnt$ >vfty« made with the knowledge that ^villful alse statenjents and the 
like so made are punishable by fine or impiisonment, or both. imdM Section 1001 of 
Title 18 of the United State* Code and that such willful false statements may Jeopardize 
ihe validity of the application or any paliat issuing thereon. 

Signed this ^ day of April, 2004. ^^h'^jf^x^^^JL ^H-*^^ 



Masaaki MORI, PhD 
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